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LATENT COOPERATION TR^VTY 



KCI/bKUU/Ut)«OI 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

R UTTER, Keith 
omitnMine Deecnam 
Two New Horizons Court 
Brentford, Middlesex, TW8 9EP 

DAVAI Ilt/lC 1 IMI 

KUYAUMb-UINI 


Date of mailing (day/month/year) 
01 February 2002 (01.02.02) 


Applicant's or agenfs file reference 
AP/P32331 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EPOO/05881 


International filing date (day/month/year) 
23 June 2000 (23.06.00) 



1. The following indications appeared on record concerning: 

X the applicant | ~] the inventor £ ] the agent ^ J the common representative 


Name and Address 

SMITHKLINE BEECHAM S.P.A. 
Via Zambeletti 
Baranzate de Bollate 
1-20021 Milan 
Italy 


State of Nationality 
IT 


State of Residence 
IT 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: j 
I | the person X the name X the address j "] the nationality | | the residence 


Name and Address 

GLAXOSMITHKLINE S.P.A. 
Via Alessandro Fleming, 2 
1-37135 Verona 
Italy 


State of Nationality 

IT 


State of Residence 

IT i 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 




4. A copy of this notification has been sent to: 
| X| the receiving Office j 
| | the International Searching Authority [ 
the International Preliminary Examining Authority [ 


the designated Offices concerned 
"x] the elected Offices concerned 
| other: 



The International Bureau of WIPO 


Authorized officer 




34, chemin des Colombettes 


Elisabeth KONIG j 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 004636192 



PCT/E POO/05881 

F. . ENT COOPERATION TREA . 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Commissioner 

Ub uepartment ot commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
01 February 2001 (01.02.01) 




International application No. 
j PCT/EP00/05881 


Applicant's or agent's file reference 
AP/P32331 


International filing date (day/month/year) 

23 June 2000 (23.06.00) 


Priority date (day/month/year) 
24 June 1999 (24.06.99) 


Applicant 

FARINA, Carlo et al 



1 . The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 
18 December 2000(18.12.00) 

in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

| | was not 

made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer 




The International Bureau of WIPO 






34, chemin des Colombettes 


Juan Cruz 




1211 Geneva 20, Switzerland 






Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 




Form PCT/IB/331 (July 1992) 


EP0005881 



Copy for the Elected Office (EO/US • 
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(PCT Rule yzbis.l and 
Administrative Instructions, Section 422) 
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RUTTER, Keith m ° Q] 
SmithKline Beecham ^ ^ 
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i w kj incw nui iziu 1 1 o ouui i — • Jul I j 

Brentford, Middlesex, TW8 9|g ^ Mi 
ROYAUME-UNI <§ O 


Date of mailing (day/month/year) 

01 February 2002(01.02.02) I 


Applicant's or agent's file reference 
AP/P32331 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EP00/05881 


International filing date (day/month/year) 
23 June 2000 (23.06.00) 



1. The following indications appeared on record concerning: 

X the inventor | | the agent 



X the applicant 



□ 



the common representative 



Name and Address 

GAGLIARDI, Stefania 
SmithKline Beecham S.p.A. 
Via Zambeletti sn 
Baranzate di Bollate 
1-20021 Milan 
Italy 



State of Nationality 
IT 



State of Residence 
IT 



Telephone No. 



Facsimile No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 

ie address | | the nationality | | the residence 



[ "| the person [ | the name 



X 



the 



Name and Address 

GAGLIARDI, Stefania 
NiKem Research S.r.L. 
Via Zambeletti, 25 
Baranzate di Bollate 
1-20021 Milan 
Italy 



State of Nationality 
IT 



State of Residence 
IT 



Telephone No. 



Facsimile No. 



Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
| X | the receiving Office 
| ~^ the International Searching Authority 

the International Preliminary Examining Authority 



| ~J the designated Offices concerned 
| X| the elected Offices concerned 
[ J] other: 





Authorized officer 




The International Bureau of WIPO 




34, chemin des Colombettes 


Elisabeth KONIG 




1211 Geneva 20, Switzerland 






Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22)338.83.38 




Form PCT/IB/306 (March 1994) 




004636207 



Copy for the Elected Office (EO/US) 

PATENT COOPERATION TREATY 



PCT/E POO/05881 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/month/year) 
01 February 2002 (01.02.02) 



Applicant's or agent's file reference 
AP/P32331 



To: 



RUTTER, Keith 
SmithKline Beecham 
Two New Horizons Court 
Brentford, Middlesex, TW8 9EP 
ROYAUME-UNI 



IMPORTANT NOTIFICATION 



International application No. 
PCT/E POO/05881 



International filing date (day/month/year) 

23 June 2000 (23.06.00) 



1. The following indications appeared on record concerning: 

X the applicant X the inventor [^] the agent I J the common representative 


Name and Address 

FARINA, Carlo 

SmithKline Beecham S.p.A. 

Via Zambeletti 

Baranzate di Bollate 

1-20021 Milan 

Italy 


State of Nationality 
IT 


State of Residence 
IT 


Telephone No. 


Facsimile No. 


Teleprinter No. ! 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 

| the person Q the name X the address \~\ the nationality Q the residence 


Name and Address 

FARINA, Carlo 
NiKem Research S.r.L. 
Via Zambeletti, 25 
Baranzate di Bollate 
1-20021 Milan 
Italy 


State of Nationality 
IT 


State of Residence 
IT 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 




4. A copy of this notification has been sent to: 
[~X] the receiving Office j ] the designated Offices concerned 
| | the International Searching Authority (~X] the elected Offices concerned 
[" | the International Preliminary Examining Authority [ J other: 



The International Bureau of WIPO 
34. chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Elisabeth KONIG 
Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 



004636201 



Copy for the Elected Office (EO/US) 

PATENT COOPERATION TREATY 



PCT/E POO/05881 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing {day/month/yea r) 
01 February 2002 (01.02.02) 



Applicant's or agent's file reference 
AP/P32331 



To: 



RUTTER, Keith 
SmithKline Beecham 
Two New Horizons Court 
Brentford, Middlesex, TW8 9EP 
ROYAUME-UNI 



IMPORTANT NOTIFICATION 



International application No. 
PCT/EP00/05881 



International filing date (day/month/year) 
23 June 2000 (23.06.00) 



1. The following indications appe 
X the applicant 


ared on record concerning: 
X the inventor [~^] the agent Q[] the common representative 


Name and Address 

RAHMAN, Shahzad, Sharooq 
SmithKline Beecham Pharmaceuticals 
New Frontiers Science Park South 
Third Avenue 
Harlow 

EssexCM19 5AW 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person Q the name X the address Q the nationality Q the residence 


Name and Address 

RAHMAN, Shahzad, Sharooq 
GlaxoSmithKline 

New Frontiers Science Park South 

Third Avenue 

Harlow 

Essex CM19 5AW 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
|~X] the receiving Office [_ ] the designated Offices concerned 
| | the International Searching Authority [x\ the elected Offices concerned 
| | the International Preliminary Examining Authority | | other: 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Elisabeth KONIG 

Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 



004636196 



^kTENT COOPERATION TREAT^| 



From the INTERNATIONAL SEARCHING AUTHORITY 



To. 

SMITHKLINE BEECHAM 
Attn. RUTTER, Keith 
Two New Horizons Court 
Brentford 
Middlesex TW8 9EP 
UNITED KINGDOM 




PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 



Date of mailing 
(day/month/year) 



03/11/2000 



Applicant's or agent's file reference 

AP/P32331 



FOR FURTHER ACTION 



See paragraphs 1 and 4 below 



International application No. 
PCT/EP 00/05881 



International filing date 
(day/month/year) 



23/06/2000 



Applicant 

SMITHKLINE BEECHAM P.L.C. 



(X) The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for Wing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying sheet. 

2 - I I T he ^PP'fcf 1 * js h *'eby notified that no International Search Report will be established and that 
1 — 1 Article 1 7(2)(a) to that effect is transmitted herewith. 



the declaration under 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ iMP r °S? t to 9 etne / 'y*p the decision thereon has been transmitted to the International Bureau together with the 
' applicant s request to forward the texts of both the protest and the decision thereon to the designated Offices. 

Q no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application or of the 
priority claim must reach the International Bureau as provided in Rules 90o/s.1 and 90b/s.3, respectively before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

m ^^A^ n ^^ Pri0ri ly 2*?' the a PP ,icant must P erto ™ the prescribed acts for entry into the national phase 

It ?2£ f t! ?J W ^ u ave not been e,ected in me demand or in a ,ater elec * on within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 
European Patent Office. P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
8))l Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31 -70) 340-30 16 




Authorized officer 

John De Bruijn 



Form PCT/ISA/220 (July 1998) 



NO 



O FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
No ' es b r as * d „ on the of th » Pa, » rt Cooperation Treaty, the Regulations and the Administrative Instructions 

under that Treaty In case of <l*c™pancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes 'Article-. 'Rule', and -Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application, it should however oe empnasized thai, since all parts of the international application (claims 
descnpton and drawings) may be amended during the international preliminary examination prceedSr* ^Bte 
no need to file amendments o the claims under Article 19 except where, eg. the applicant wants the latUrte be ^Wished 
for the purposes of prav«,onaJ protection or has another reason for amending thedatms before iritem^aT^atSn . 
Furthermore, it should be emphasized that provisional protection is available 7in some States only Poui.cai.on. 

What parts of the International application may be amended? 

Under Article 1 9, only the claims may be amended. 

^HS^J^^^Z? 31 PhaS 2' m ° c,aim f mav be amended (or further amended) under Article 34 before 

SSi^tl^ ^ 0, !"! ,na °L !TH n,n9 Autho r^ description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

ofwhere^ Tl***' *" °' *** lntGma4,onaJ application may be amended under Article 28 



When? 



Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 
IT 8 :*!?!?!!** 91 ' • ,ir T expires later. It should be noted, however, that the amendments will be considered 
^L^wL^r i™°Tk^7 11 ?l raca ! ved bv ,h * International Bureau after the expiration of the 
(RuU?46 1 ) completion of the technical preparations for international publication 



Where not to file the amendments? 



How? 



£emTc£^ *™ - d "<* ^ «~™« or the 

Where a demand for international preliminary examination has been/Is fited, see below. 

^ZZZZSXF ° r '"SI*""™ da,m "' by addin 8 one ° r more new claims or by amending the text of 
one or more of the claims as filed. - 

tZ P *£°ZT£!Zl t' bmi " 8d for 1 ««°" of the claim, which, on account of an amendment or 

amendments, differs from the sheet onginally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals Where a claim is 

terlm^I^? °i t /^? e L C, ^ mS , iS ^ Uired ,n aM cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the international application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

^f^ r rI^^^ W,3 ^ d W ^^ in 1 tom ^°r al *PPKca..°n and the amended claims. It should not be 
confused with the Statement under Article 1 9(1 )• (see below, under "Statement under Article 19(1)-). 

l^e^tEn^ ° r .f r^'.* the < *° tee ° f tho ■PP«-"t However, If the language of the 

ElKSS^ ,ettaf mUSt * ln Bn '»>* » * «- mfernatlonal application 



Notes to Form PCT/ISA/220 (first sheet) (January 1994) 

NSDOCID: <XSISA220NOENP4J_> 



W the claim is unchanged. ^"Pe^.whether W C * **** ""der^cd 

W the clai m is cancel^. ' 



the claim is cancelled- 
W the claim is new 
fiv) 

(v) 



' filed. 



the claim replaces „„„ 

claims] Wero 14 ciaima and (he am ~- 

C,a " n K claim irSbdtte! 11 '° ,3 - ,8 *=l 19can« H ^ 

^z::T art,c,ei9(,r(R -^> 

The ata, *^"«« S^t^ -Pec. 
Theatatementwii lbepuU " Cannot ■» tended under W 

contained in (hat r^ofT^ comments on the in, ,u * °y a head.nfl. 

-t the time of m,. anv prB, " n "«'V e«am| ns-lon hu 
haa already b«*„ ™*"ent. under Article , a ^ ' b ~° 

— : — .-.^.^^ _ -— - .. 



A0TENT COOPERATION TREATY** 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 

AP/P32331 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below. 


International application No. 

PCT/EP 00/05881 


International filing date (day/month/year) 

23/06/2000 


(Earliest) Priority Date (day/month/year) 

24/06/1999 


SMITHKLINE BEECHAM P.L.C. 



I^I^^^h!^ 0 ? St POrt k 3S b6 ,! n P fe P ared b y w » International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 8 sheets. 

[X) It is also accompanied by a copy of each prior art document cited in this report. 



2. 
3. 



Basis of the report 

a " SSn S !f n £! the 1 jntern ? tiona! was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this item. 

' ^ft^^^zf^) Carried ° Ut °° the b3SlS ° f 3 trans,ation of international application furnished to this 

b " It SfoH ^fS rH*i C K e ° tld °, *£*° r amlno acid se< l uenc ® disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : KK 

PI contained in the international application in written form. 

I I fi,ecl together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readble form. 

□ the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. u«yyiu m* oi^i^ure in me 

' fished™ 6 ™ ^ intormation recorded in computer readable form is identical to the written sequence listing has been 

PH Certain claims were found unsearchable (See Box I). 
I | Unity of invention is lacking (see Box II). 

With regard to the title, 

I I the text is approved as submitted by the applicant. 

PH me text has be « n established by this Authority to read as follows: 

AZOLYLBENZAMIDES AND ANALOGUES AND THEIR USE FOR TREATING OSTEOPOROSIS 



5. With regard to the abstract, 

I | the text is approved as submitted by the applicant. 

E wim^onemnnm S^SSlS; t0 , R " ,e 38 " 2(b) ' by Au *™ty as it appears in Box III. The applicant may. 

■— » within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No - 

as suggested by the applicant. Q None of ^ e f jg ures . 

I I because the applicant failed to suggest a figure. 
1 I because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



Box III TEXT OF THE ABSTRACT (C ntinuation of item 5 of the first sheet) 



A compound of formula (I) 




or a salt thereof, or a solvate thereof,wherein; 
X represents oxygen, sulphur, or NR5 

Y and Z each independently represent nitrogen, CH, CK\ or CR?; 
A represents an unsubstituted or substituted aryl group or an unsubstituted or 
substituted heterocyclyl group; 

R a represents -C(0)NR s R t 

R1 and R2 each independently represents hydrogen or specific substituents; 
and the use of such a compound in the treatment and/or prophylaxis of 
diseases associated with over activity of osteoclasts in mammals. 



Form PCT/1SA/21 0 (continuation of first sheet (2)) (July 1998) 
NSOOCID: <XSSA29484916MAJ_> 



INTERNATIONAL SEARCH REPORT 



International Application No 

/EP 00/05881 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07D235/18 C07D235/02 C07D401/12 C07D403/12 C07D409/04 

C07D409/14 C07D453/02 C07D473/00 C07D471/04 A61K31/4184 

A61K31/454 A61K31/4439 A61K31/437 A61K31/506 A61K31/52 

According to International Patent Classification (I PC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification svrnboisi 

IPC 7 C07D A61K A61P 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , UP I Data, BEILSTEIN Data, CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to daim No. 



WO 97 12615 A (WARNER-LAMBERT COMPANY) 
10 April 1997 (1997-04-10) 
the whole document, particularly examples 
32 and 33 

WO 95 30659 A (WARNER-LAMBERT COMPANY) 

16 November 1995 (1995-11-16) 

cited in the application 

the whole document, particularly examples 

18-20 

US 4 093 726 A (WINN M ET AL) 

6 June 1978 (1978-06-06) 

the whole document, particularly example 

VII 

-/— 



1-3,5, 
8-12,15 



1-3,5, 
9-12 



1-3,5, 
9-12 



| X I Further documents are listed in the continuation of box C. 



0 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

H E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use. exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y* document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



13 October 2000 



Oate of mailing of the international search report 

03/11/2000 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl 
Fax: (+31-70) 340-3016 



Authorized officer 



Allard, M 



Form PCT/ISA/210 (second sheet) (July 1992) 



page 1 of 4 



INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF SUBJECT MA 

IPC 7 A61P19/10 



International Application No 

^fr/EP 00/05881 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 9 Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



NOVELLI F ET AL: "Synthesis and 
biological investigations of 
2-(tetrahydropyran-2'-yl ) and 
2-( tetrahydrof uran-2 ' -yl )benzimi dazol es " 
IL FARMACO , 

vol. 52, no. 8-9, 1997, pages 499-507, 
XP002149935 

the whole document, particularly page 500, 
compound 2 



1-3,5, 
8-12,15 



TSUKAMOTO G ET AL: "Synthesis and 

antiinflammatory activity of some 

2-( substi tuted-pyridi nyl )benzi mi dazol es " 

JOURNAL OF MEDICINAL CHEMISTRY, 

vol. 23, no. 7, July 1980 (1980-07), pages 

734-738, XP002149936 

the whole document, particularly page 736, 
table I, compound 15 

-/-- 



1-3,5, 
9-12 



[ )( J Further documents are listed in the continuation of box C. 



X [ Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 

Claims Nos.: 1-3, 5, 8-12, 15 (all partly) 



The initial phase of the search revealed a very large number of documents 
relevant to the issue of novelty of the above mentioned claims. So many 
documents were retrieved that it is impossible to determine which parts 
of those claims may be said to define subject-matter for which protection 
might legitimately be sought (Article 6 PCT). For these reasons it 
appears impossible to execute a meaningful search and/or to issue a 
complete search report over the whole breadth of the above mentioned 
cl aims . 



The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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International application No. 

PCT/EP 00/05881. 



This international Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
1. [xJ Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

£^ OU ?!L C I a1mS K 6 : 8 a r e directed t0 a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/composition. e 



Claims nos.: l - 3, 5, 8-12, 15 (all partly) 

because they relate to parts of the International Application that do not (imply with the orescribed reouirements to <;urh 
an extent that no meaningful International Search can be carried out. specifically: prescnt>ed requirements to such 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. [J Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This international Searching Authority found multiple inventions in this international application, as follows: 



1 • SSJUSS! claims d,ti0nal SeafCh fSeS W6re time ' y Paid by ,hS a PP ,icant - < his International Search Report 



covers all 



2 ' I— I C0U ' d bS SeafChed WithOUt * non juSSfyin9 an additional fee ' Ws Aulh °"ty <* ~t invite payment 



3 - □ ^T^^iTcSX^^ 't eS Wefe . timely paid by a PP |icant - «" is international Search Report 

covers oniy tnose claims for which fees were paid, specifically claims Nos.: 



4 ' 1— ' resttcteS to ^elnv^l^ XSJSW P f d by the app,iCant Consequently, this International Search Report is 
restricted to tne invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



| 1 Tne additional search fees were accompanied by the applicant's protest. 
| | No protest accompanied the payment of additional search fees. 
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See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 
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International filing date (a'ay/monih/year) 
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PCT/EP00/05881 


23/06/2000 


24/06/1999 


International Patent Classification (IPC) or national classification and IPC 
C07D235/18 


Applicant 






SMITHKLINE BEECHAM P.L.C. 







1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 




Basis of the report 


II 


□ 


Priority 


III 




Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 


VI 




Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain observations on the international application 



Date of submission of the demand 
18/12/2000 


Date of completion of this report 
13.06.2001 


Name and mailing address of the international 
preliminary examining authority: 

^ European Patent Office 
0))) D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 
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Feiler, L ft ^ J) 

Telephone No. +49 89 2399 8282 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-81 as originally filed 

Claims, No.: 

1-15 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 



6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
H claims Nos. 6-8. 

because: 

El the said international application, or the said claims Nos. 6-8 relate to the following subject matter which does 
not require an international preliminary examination {specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does notcomply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 
Novelty (N) 



Yes: Claims 4,6,7,13,14 
No: Claims 1-3, 5, 8-12, 15 



Inventive step (IS) 
Industrial applicability (IA) Yes: Claims 1-5,9-15 



Yes: Claims 

No: Claims 1-15 
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2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 
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1 . Claims 6-8 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

It has to be stressed that the search for Claims 1-3, 5, 8-12, 15 has been performed 
incompletely because the initial phase of the search already revealed a large number of 
novelty destroying documents. 

The search for compounds having osteoplast/ osteoporosis related activity is complete. 

2. Cited Documents 

WO-A-9712515= D1 

WO-A-9530659= D2 

US-A-4093726= D3 

II Farmaco 52(1997), pp.499-507= D4 

J. Med. Chem. 23(1980), pp. 734-738= D5 

Europ. J. Med. Chem. 27(1992), pp. 207-217= D6 

J. med Chem. 12 (1988), pp. 3381-3385= D7 

Helv. Chim. Acta 77 (1994), 931-942= D8 

Beilstein RN 5988985, 6009580 (1985)= D9 

Beilstein RN 208984, 208985, 223809, 298960 (1921)= D10 

Beilstein RN 42810, 25528 (1956)= D11 

Beilstein RN 6003643 (1989)= D12 

Expert Opinion on Therapeutic Patents 9 (1 999)= D1 3 

WO-A-9801436= D14 

WO-A-9933822= D15 

D15 is a P-document.. 

The indicated designation will be used throughout the examination procedure. 

3. Novelty 

The subject-matter of Claims 1-3, 5, 8-12, 15 is obviously not novel in view of : 
D1 (especially examples 32 and 33) and 
D4 (particularly page 500, compound 2). 

The subject matter of Claims 1-3, 5, 9-12 is also not novel in view of : 
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D2 (particularly examples 18-20) 
D3 (particularly example VII) 

D5 (particularly page 736, table I, compound 15) and 

D6 (particularly page 208, table I, compound 23 and page 209, scheme 1 , compounds 
4 and 15). 

Subject matter of Claims 1-3 is also not novel in view of: 
D7 (see page 3382, compound (22)) 

D8 (see page 934, compounds 8 and 9; page 935, compounds 12 and 13; page 937, 

compound 21) 

D9-D12. 

D13 refers to compounds useful to treat osteoporosis; these compounds which come 
structurally closest to those of the application are bicyclic heterocyclic structures 
differing from those of the application essentially due to the fact that they bear a side 
chain in 2-position whereas the compounds of the application have an aryl or 
heterocylyl group directly bound to said 2-position. 

Similarly the compounds of D14 differ from those of the application mainly due to the 
substituent in 2-position. 

D15 discloses indole derivatives not considered according to the application. 

The subject-matter claimed can therefore not be considered to be novel. 

The folllowing observations are valid for claims which do not comprise known matter. 

4. Inventive Step - Breadth of Claims 

4.1 Subjective Problem 

According to the application (p. 1 , sixth paragraph) the problem underlying the invention 
is to be seen in the provision of further compounds acting to selectively inhibit the bone 
resorbing activity of mammalian osteoclasts i.e.are useful to treat inter alia osteoporosis 
and related osteopenic diseases. 

4.2 Relevant and closest prior art 

Documents D1-D12 disclose compounds for which no or a pharmaceutical activity is 
disclosed which, as it appears, is different from acting on mammalian osteoclasts, so 
that those documents are not relevant for inventive step considerations. On the other 
hand D13 and D14 refer to the same medicinal activity and these documents are 
therefore relevant for the evaluation of inventiv step. D15 may also be highly relevant 
on the condition that the claimed priority date is not valid. At present it is not possible to 
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check whether the priority date is acceptable or not, since the priority documents have 
not reached the examination file. 

If the claimed priority date is justifiable D13 is considered to be closest prior art. 

4.3 Objectively solved problem 

The application documents contain insufficient information (the test methodology is 
disclosed but qualitative/quantitative test data for specific compounds are not given) 
upon which a judgement as to whether the technical problem according to point 3.1 has 
actually been solved or not by the claimed products is possible. 

The information of page 81 is insufficient insofar as the it has not been disclosed which 
specific compounds actually solve the above defined problem to a relevant extent. 
For the time being it can only be said that the problem which has actually been solved 
is the provision of novel compounds. 

4.4 Evaluation of the solution of the problem 

D1-D12 disclose compounds structurally very similar to those of the present 
application so that the solution of the problem defined in point 4.3 must be considered 
to be obvious. 

On the other hand those compounds which actually solve the problem defined in point 
4.1 may be considered to be inventive since the structure of the compounds disclosed 
according D13 differs considerably from the one according to the application. If it turns 
out that D15 is to be taken into consideration (see above) a different evaluation may 
apply. 

5. Industrial applicability 

For the assessment of the present claims 6-8 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 
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6. Suggestions 

- In a possible national or regional examination phase an inventive step could 
nevertheless be acknowledged should information (preferably data) be submitted as to 
which specific compounds actually solve the technical problem defined in point 4.1. 

- The breadth of Claim 1 should be such that it can be assumed that all the comprised 
possibilities actually solve the problem underlying the invention on which an inventive 
step could be based. It is to be stressed that generalisation of specific findings on which 
the acknowledgement of an inventive step could be based, is possible as far as 
reasonable. Certainly not reasonable are expressions like "substituted" or the 
expressions "aryl" and " heterocyclyl group" being undefined by a C-range and/or the 
possible heteroatoms. 

. The description is be adapted to new claims in the framework of the original 
disclosure. 

Any examples and parts of the description no longer encompassed by the claims are to 
be deleted. 

The documents cited in this communication should, insofar as this has not taken place, 
be referred to in the description with a short indication of their contents. 
Pages amended in handwriting should also be submitted retyped. 
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